KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

W3b/iHATENRA ATEHUUMA NO NEKAPCTBATA
1. HME HA JEKAPCTBEHUS ITPOAYKT KparKa XapaKTEpUCTIL Hal NDOGYKIM - TIDUAOKEHU® |

)
Konxuuma Exodapm 0,5 mg dunvupanu tabnetku Kbm Pez. Ne /V‘]/Z()ﬂ/jj
Colchicine Ecopharm 0,5 mg film-coated tablets ! y
P g Paspeue+ue N’“o - 1 § -06- 075
BaMAMP - S ZLED ...fer,

2. KAYECTBEH M KOJMUYECTBEH CBhCTARB 29060806 Ne ..oovivniceiinicsiisinnovsvisianicinisinicieene:

Bceska ¢punmupana rabnerka cpappxa 0,5 mg konxuupH (colchicine).

IToMoIHO BEWIECTBO C U3BECTHO ACHCTBUE: BCska GpUIMKpaHa TabiieTka Chabpka 62,4 mg akrosa
MOHOXHIpAT (BioK TOTKH 1.4 1 6.1),

3a MbJIHHA CMHCBK HA MTOMOLIHATC BCILCCTRA BIKTC TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA
Munvupana TabneTka

Kadssu, kprriy, ApoHionsnokiam ¢umMepali tabieTiH, cne ckocerl pwo ¢ penedio Haobpaierine
»117” OT eqHaTa cTpaHa Ha TabJeTKaTa U IIaAKH OT Apyrara.

4. K/HMHHUYHA JAHHN

4.1 TepaneBTHYHH NOKA3AHHS

Bo3pacTHH
JleyeHune Ha OCTpHU MPUCTHITK Ha MOAArpa.

IMpodunakTika Ha MPUCTHIN Ha NIOJArpa, KOraTo € 3afovHaTo JIYEHHE C aJTOMyPUHOI H
YPUKO3ypHUHH JIEKAPCTBA.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

lEO3I/IQOBKa

Bw3pacmuu
Jleyenue na ocmpu npucmenu Ha nodazpa.

1 mg KoAXUIMH IbpBOHAYAIHA 1033, tocienBaH ot 0,5 mg konxuiuH cien 1 yac, He 6uBa na ce
npHeMar noBeue TabIeTKH B ciepaimuTe 12 yaca.

Cnen 12 yaca, npu Hyxaa, nedenuero ¢ Komxunun Exodapm Moxe na 661 HOJHOBEHO C
MakcumaiiHa n03a oT (0,5 mg Ha Bceku § yaca, JOKaTo CUMITTOMHMTE H34Ye3HaT.

Jleuenuero TpabBa na ce nNpekpaTH, KOraTo CUMOTOMUTE M3He3HAT WM KOraTo CyMapHO MpUeTaTa
703a KOJIXHUMH e nocturHana 6 mg. He Tpsabea na ce npuemar nmoeeve ot 6 mg Konxumun Exkodapm B
paMKHTe Ha €IMH LIUKBJI Ha JIEYSHHE,

Crien npukitouBaHe Ha UMKbBIIA Ha JIEUeHHe, He TpAOBa Jla ce 3aroyYBa HOB LIMKbJI, IOKATO HE MUHAT
none 3 auu (72 uaca). 4 5

IHpogunaxmuka na npucmvnu Ha ROOAzPa, KO2amo e 3anOYHAMO JieYeHUe ¢ alIoN
YDUKO3YPUYHU eKapCEa:
IlpenopruBaHaTta go3a € 0,5 mg nBa MbTH JHEBHO.



Hpom,mkmenocrra Ha JICHCHUCTO TpHGBa [a ce onpeacind oT (baKTopI/I KaTo 4€CTOTa Ha IIPUCTBITUTE
Ha nojarpa, TaXxHaTta Npoab/DKUTCAHOCT, HATUYHUETO HA TO(i)I/I W rojJicMyMHarTa uM.

Hayuenmu ¢ 0vOpeyru HapYuLeHus

Ja ce n3nosn3Ba ¢ MOBMHIEHO BHUMaHHE IPU MALUEHTH ¢ JieKH OB0peuHy HapymeHus. 3a MauueHTH ¢
yMepeHu OBOpeuHn HapyIlleHHs, 1o3aTa TpaOBa J1a ce HaMaIu WM UHTEPBATHT MEXIY JIO3UTE J1a Ce
yBenH4H. Te3n nalyeHTH TpsAbBa na 6baaT BHUMaTeHO HabmoiaBaHH 3a MMOsIBa Ha HeXKENaH!
peakLuy (BK. Touka 5.2). 3a malMeHTH ¢ TeXKH 6BOpeYHH HapylleHus, BUWKTe Touka 4.3.

Hayuenmu ¢ uepnoopobHu HapVUieHs

Jla ce u3no3Ba ¢ NOBHIIEHO BHUMaHKE NpH MALUEHTH C JIEKU 10 YMEPEHH YePHOAPOOHH HapyIlIeHH.
Tesu nauvenTy Tpsa6Ba na 6baaT BHUMATEIHO HabMIONABaHHU 3a NOSIBAa Ha HEXENNaHH peaklyd. 3a
MALMEHTHU ¢ TEXKH YePHOAPOOHH HAPYIIIEHHS, BUXKTE TOUKa 4.3.

HLII-;M&'HH’?H 6 cmapiecrKd b3pdcni
I[a C€ M3II0JI3BA C MMTOBHUIICHO BHUMAaHHE.

HauyuH Ha npHiioKeHHe
3a nepopaHO MPUIIOKEHHE.
Tabnetkute TpsAOBa Aa Ce MpUEMaT IIENH, C Jallia BOJa.

4.3 IlpornBomokazaHusA

e CBpBbXYYBCTBUTEIHOCT KbM aKTUBHOTO BELIECTBO MJIH KbM HIKOE OT IIOMOIIHHUTE BEIIECTRA,

u3bpoeHH B Touka 6.1;

INanueHTy ¢ KpHBHA JUCKpPA3HS;

BpemenHocrT;

Kbpwmene;

XeHu B merepoHa BB3pacT, OCBEH aKO He Ce U3IOI3BAT ePEeKTUBHA METOH 38 KOHTpALICTILIHS;

INauuenTH ¢ TeXxKH 6BOpeYHN HapyIICHUS;

ITatMeHTH ¢ TEXKHU YepHOPOOHH HapyIIEHHUS;

KomxuuuH He Tps6Ba fa ce pHeMa OT NMALMeHTH, KOMTO Ca Ha XeMOJHAIN3a, Thi KaTo HE MOXKe

Ja ObJe OTCTpaHeH Ype3 AUain3a Wi 0OMEH Ha KPbBTa,

e KonxuluH e NpOoTHBOIOKAa3aH P! NMarueHTH ¢ OE0peYHH WIH YepHOAPOOHH HapyIIEeHHs,
KOMTO npuemMat P-rinukxonporennos (P-gp) uaxuburop unu cuned CYP3 A4 unxuburop (Bx.
Touka 4.5).

e @ o o o o o

4.4 CpoennajHu npegynpexIceHHs U NPeANa3sHH MEPKH NIPH ynorpeda

KonxuimH Moxe Ja 6’5}16 TOKCHUYCH, IIOpaJyu KOCTO € BAOKHO Ja HE C€ IIPEeBUIIIaBa f03aTa, KOATO €
npeanycada OT CbOTBETHHA CIICLIHAINUCT.

Pasnukara Mexxy TepaneBTHUHATA [03a KOJIXUIMH U CBpBXH03aTa € Mayika. [IpueMbT TpsabBa na ce
NPEKbCHE, aKO C€ MOABAT CUMIITOMH Ha TOKCHYHOCT KaTo rajeHe, MoBpbilaHe, KOpeMHHU OO0JIKH,
Jiapusl.

Komxuuun Moxxe na NpUYMHU CEpUO3HO TNIOTHCKaHe Ha GYHKIMATA Ha KOCTHHUS MO3BK
(arpaHyso1UTO3a, anyIaCTUYHA aHeMHUsl, TpombonuTonenus). [IlpoMsHara B KpbBHATa KAPTHHA MOXE
Ja 6bJe MocTeleHHa WK He3abaBHA. AIUIaCTHYHATA aHEMHUSL, TIO-CIICLIHAIHO, BOIY 10 BUCOK IPOLICHT
CMBpTHOCT. Pe1OBHHUTE KPBBHHU TECTOBE ca OT OCOOEHO 3HAUCHHE.

Ako MallHCHTUTE PasBUAT IIPpHU3HAIH UJIH CUMIITOMH, KOUTO HHAUKHUPAT Pa3BUTHETO Ha
AWUCKpa3us, KaToO TPeCKa, CTOMATHUT, Bb3MaJICHO I'bPJ10, IPOAB/DKUTEIIHO KbPBEHE, CH,
HapymeHu, JICYEHUCTO C KOIXHULINH Tpﬂ6Ba He3abaBHO Ja ce Clipe u He3a0aBHO P
HanpapAiT ITbJIHK KPBBHH HU3CJI€ABAHHUA.

Heo0x0aMMoO € NOBHIIIEHO BHUMAaHUE npu:




¢ YepHonpobuu u 660peuHH HapyIIeHus;

o CbpreqHO-CbOBH 3a00JITBaHKUS;

¢ CTOMAIIHO-YPEBHH HAPYLICHHUS;

e [lanueHTH B cTapuecka Bb3PacT H YBPEOEHO 0010 ChCTOSHHUE;
e [lauuenTu ¢ abHOpMaTHOCT B KpBBHATA KApTHHA.

IManmenty ¢ uepHoaApPo6HU MM OBOPEYHH HapymeHus TpsOBa Aa 6bIaT BHUMATEIHO HaOMIOAaBaHu 3a
TNOsIBa HA HeXeJIaH! JIEKapCTBEHU PeaKIMH clie]] IPHEM Ha KOJIXHLIKH (BXK. TOUKa 5.2).

EnnospemenusaT npueM Ha KoJIXHUUMH ¢ P-gp nuxuburopn n/mmm ymepunu wii cuian CYP3A4
MHXHOWTOPH YBEIHYaBa €KCIO3UIMATA HAa KOIXHULIMH, KOETO MOXKE 11a IOBEE 10 KOJIXHILIH-
HHIyLMpaHa TOKCHYHOCT, B HAKOH ClIy4ad BOJAEIIA U IO CMBPT.

Axo neuenueto ¢ P-gp uHxuburop unu ymepen uin cuieH CYP3 A4 uaxuburtop e Hy»KHO 3a
NalMeHTH ¢ HopMaTHa 6b0pedHa U YepHOApoOHa QYHKIIMA, € HeOOXOOMMO HaMallsgHe Ha Ao3aTa
KOJIXULIMH WJIH CIUpaHe Ha JIEUEHUETO ¢ KOMXHUIMH (BXK. To4uKa 4.5).

To3u nexapcTBeH NPOAYKT ChABPXKA TAKTO3A MOHOXHAPAT. TTallMeHTH C pe/IKH HACTe/ICTREHN
1poBIEMU HA IIAKTO3HA HELIOHOCUMOCT, Lapp-nakTazeH AedUUUT M FII0K030-ralakTo3Ha
Matabeopbuus He TpsabBa Aa NpHeMAaT TOBa JIEKapCTRO.

4.5 BszanmopeiicTBHe ¢ APYrH JIeKAPCTBEHN MPOAYKTH H APYrd (OpMH HA B3aHMOIEHCTBHE

Konxnumn e cy6erpar 3a CYP3A4 w tpancnioptHus 6entek P-rnukonporenn (P-gp). B npuctctBreTo
Ha CYP3A4 unu P-gp uHXMOUTOPH, KOHLIEHTpaLUATa Ha KOJXHLKHH B KPBBTA CE YBEJIMYABa.
TokcH4yHOCT, BKIIOUHTENIHO (PaTaJIHy CiTy4dau, e HabltoaBaHa pU AHOBPEMEHHO JIEYEHHE C
CYP3A4 unu P-gp nuxuburopn kato Makpoauau (KJIapUTPOMHLIMH U €PHTPOMHULIKMH), HIUKIOCIIOPHH,
KETOKOHA30JI, NTpaKoHa30I1, BOpuKoHa3oi, HIV nmpoTea3Hn HHXUOUTOPH, BIIOKEpH HA KATIIHEBHTE
KaHaJIM (Bepamamui U JuiITHaseM) B aucynidupam (Bx. Touka 4.4),

Hma C’BOGHICHI/I}I, Y€ CAHOBPECMEHHOTO IIPHUJIOXKCHHUE HA MAKPOJITUOHH aHTPI6PIOTHI_IH, BKJIFOUHMTCIITHO
A3UTPOMHIHH, CHC C}/6CTpaTI/I Ha P-r JIMKOIIPOTEHH, KAaTO KOJIXUIKH, BOJHX 1O IIOBHUIIIaBaHE Ha
CCPYMHHUTC HHABA Ha C}/6CTpaTa Ha P-FHI/IKOHPOTCI/IH. Hopa;m TOBa, AKO a3UTPOMHULIHH H KOJIXHIIUH C€
npujarat €eTHOBPEMEHHO, Tp}IGBa [a ce B3CME NPCABU Bb3MOXKHOCTTA 3a [IOBHINABAHE HA CCPYMHHUTE
KOHUCHTpallMd Ha KOJIXWUIIHH.

KosnxuuuH e npoTHBONOKa3aH Npy NaluHeHTH ¢ 6E0peUHr 1 YEpHOAOPOOHH HaPYIIEHHUs, KOUTO
npuemar P-gp nuxuburop (HanpuMep UMKIOCIIOPHH, BepanaMul HiIH XMHUAWUH) WK ciiedH CYP3A4
HHXHOHUTOD (HanpuMep pUTOHABUD, aTa3aHaBUP, HHAWHABUP, KIIAPUTPOMHUIINH, TEJTUTPOMHIIUH,
HUTPaKOHA30JI HIIH KeTaKOoHa30/1) (BK. Touka 4.3).

HamanssaHne Ha 103aTa Ha KOJIXMLIMH WIH NPEKbCBaHE Ha JICUEHHETO C KOJIXHIIMH CE NPETIOpbYBa MpU
IAaLMEHTH ¢ HopMayiHa Op0peyna uiu yepHoApobHa QyHKIMS, ako € HeoOXoJUMO JieyeHue ¢ P-gp
HHXHOHUTOP Wiy ymepeH win cuieH CYP3 A4 uaxuburop (Bx. Touka 4.4). [Ipenopbusa ce
4EeTUPUKPAaTHO HaMaJIsiBaHe Ha J03aTa Ha KOJIIXMLIMH, KOraTo TOH ce mpueMa 3aeHo ¢ P-gp uaxuburop
n/unu cuned CYP3A4 unxubutop. [IpenopbuBa ce AByKpaTHO HaMaJIsBaHe Ha [03aTa Ha KOJIXHLIHH,
Koraro To#i ce npuema 3aexHo ¢ ymepeH CYP3 A4 unxuburop.

B nonnara Tabnnna ca npeacraBeHH 0600INEHH pe3ysITaTHTe OT in Vivo KIMHUYHH U3IIHTBaHUS
OTHOCHO CTEICHTa Ha B3aMMOJCHCTBHETO Ha KOJIXULHH ChC CHIHH MWiH yMepenn CYP3A4
UHXUOUTOPH, KaKTo U ¢ P-gp naxuburopm.

Eanuvyna nosa ot 0,6 mg|  Bpoii nauueHTt % npoMsiHa BbB (papMaAKOKHHETHYHHT

KOJXHUOHH 0e3 HJIH napaMeTpH Ha NAHEHTA
3aeIHo ChC: Cmax AUCO-! [




Cninn CYP3A4 YeTUPHUKPATHO.

HHXHGUTOPH PexuMbT 32 ocTpu

Knaputpomuuus 250 mg N=23 297 339 TIPUCTBITY Ha Nojarpa

J(Ba IbTH JHEBHO 3a 7 IHU Jia ¢ce MOBTOPU He M0-
pano ot 3 IHH.

Kertoxonazon 200 mg nBa N=24 190 287

ObTH JHEBHO 33 5 AHU

Putonasup 100 mg nBa N=18 267 345

IbTY AHEBHO 32 5 THU

Ymepeno cunnu CYP3A4 JByxpatHoO.

HHXHOHUTOPH PexxuMBT 32 0CTpU

Bepamamun ER 240 mg N=24 130 188 MPUCTBIY Ha NoAarpa

BEIHBK JHEBHO 3a 5 THU Jla ce IOBTOPH He I10-
paHo OT 3 OHU.

HuntuazeM ER 240 mg N=20 129 177

BEHBX JHEBHO 32 7 IHH

Cox ot rpeiindpyTt 240 ml N=21 93 95

JBa IbTH AHEBHO 32 4 [HU

Cwiann P-gp nuxuburopn YeTUpUKpaTHO.

HMugavenopud 100 g N-23 324 317 PexUMBT 34 OCTPU

eMHUYHA J103a TIPUCTBIIY Ha mojarpa
Jla ce IOBTOPH HE 1o-
paHo oT 3 OHu.

HeobxoauMo e BHUMaHHe NIPY eHOBPEMEHHHUS IIPUEM C JISKAPCTBA, KOUTO BJIMSAST HA KPhBHATA
KapTHHA WY UMaT HeOJaronpuaTeH eexT BbpXy YepHoApoOHaTa H/uiK 6s0peyHara ¢yHKIus,
Nopajy HeXXEIaHUTe peakLHH, KOUTO ce HabJroaBar.

B AJOITBJIHCHHUC, BEIIECTBA KaTO LIMMCTHOHUH H TOIIGyTaMI/IH HaMajaBaT MeTaboH3Ma Ha KOJIXUIHH H
IUIA3MEHUTE HUBA HAa KOJIXHIHWH C€ YBEIIHYaBarT.

CoxbT OT rpeHndpyT MOXKe J1a yBEIHYH IUIa3MEHHTe HUBa Ha koixunuH. [Topanu ToBa He Tpsi6Ba na
ce IIpHUeMa COK OT rpeHnpyT 3aeHO C KOIXHLIUH.

O6paTtumMoTo HapylueH’e B abcopOnuaTa Ha HaHOKoOamaMuH (ButaMMH B12) Moxke na 6b1e
UHIYLMPaHO OT IpoMeHeHaTa (GyHKIIMS Ha YpeBHATA MyKO3a.

PuckeT oT MHONATHS M pabaoMHO3a ce YBeJIMYaBa NpU €HOBPEMEHEH IPHEM Ha KOJIXHIIMH ChC
cTaTHHH, GDUOPaTH, HUKIIOCHOPHH HIIH JUTOKCHH.

4.6 ®@epruanuTeT, GPEeMEHHOCT H KbpMEHE

BpemenHocr
KonxuiiyH e reHOTOKCHYEH in Vitro | in vivo U € TIoKa3aJl TepaTOreHHH CBOMCTBA MPU MPOYYBaHHS

IIpY KUBOTHU (BXK. Touka 5.3). Ilopagu ToBa, NpUeMbT Ha KOJIXULMH € IIPOTHROIIOKA3aH IPH
OpemenHocT (Bxk. Touka 4.3). XKenu ¢ getepofeH noTeHuan TpsAOBa 1a U3MOA3BaT ePEKTH
KOHTpALEILHs 10 BpeMe Ha JISUSHHETO.

Knpmene
KonxuilH ce exckperupa B KbpMara. [IpHeMBT Ha KOJXHLMH € MPOTHBONOKa3a

KbpMAT (BXK. Touka 4.3).



DepTUInuTeT
[Mpy npuiIaraHeTo Ha KOJIXUIMH IIPH XXUBOTHH € HabJII0jaBaHo 3HAYMTEIIHO PEyLMpaHe Ha

deprunuTera.
47 EdexTu BbpXy cnocoGHOCTTa 32 modHpane H padoTa ¢ MAIIHHH

Hsama 1aHHM KOJIXMIMH [a OKa3Ba BAMSHHE BBPXY CIIOCOOHOCTTA 3a odHpaHe H paboTa ¢ MalllMHH.
Brrpeku ToBa Tpsa6Ba Ja ce UMa Npe/IBHI Bb3MOXHOCTTA 32 [1055Ba HA CBHJIMBOCT U 3aMaiBaHe.

4.8 Hexenanu JeKapCTBEHH PeAKIHH

HabmronaBanu ca cliemHUTE HEXelaH| JICKAPCTBEHHU pEaKIIHH.
YecToTaTa MM € OMHCaHa MO Cle/IHaTa Knacmbmcaum:

Muoro uectu (>1/10)

Yectu (>1/100 mo <1/10)

Heuectu (>1/1000 mo <1/100)

Penxu (>1/10000 no <1/1000)

Mmuoro penku (<1/10 000)

C HeH3BecTHa 4ecTOoTa (OT HAJTMYHUTE JAHHHM He MOxKe Ja Objie HalpaBeHa OLICHKA).

Hapyuienns Ha KpbBTA H JIHMQHATA CHCTEMA
C neussecmna yecmoma. TIOTHCKaHe Ha QYHKIHATA HA KOCTHHS MO3BK C arpaHyJIoIMTO34,
aniacTU4YHA aHeMUS H TPOMOOLMTONICHHUS.

Hapyiienns Ha HepsHaTta cucrema
C neussecmna yecmoma. nepudepeH HEBPUT, HEBPOIIATHS.

CromatHo-4peBHH HapyLIeHHUs]
Yecmu: abHopMainHa 6oika, rajieHe, IOBpBILAHE U JHApUs.
C neusgecmna yecmoma: TaCTPOMHTECTHHANEH KPbBOU3IIHB.

XenaToOUIHAPHHA HAPYIIEHHA
C nHeuzgecmua uecmoma. XeNaTOTOKCHYHOCT.

HapyiueHns Ha KoykaTa H MOJKOIKHATA ThKaH
C neusgecmna yecmoma. anoneuys, o6pus.

Hapyienna Ha MyCKYJIHO-CKEJIeTHATa CHCTEMA H CheIMHUTEHATA ThKaH
C Heuzgecmua yecmoma: MUAOTIATUA U pa6)10MH0321.

Hapyumenns Ha 6b0peunre U NMKOYHUTE MBTHILA
C neuzgecmua yecmoma. ObOpevHH HapyLIEHHU.

HapyileHus Ha Bb3NPOH3BOANTENIHATA CHCTEMA U I'bpIaTa
C neuzgecmna yecmoma: aMEHOpes, AUCMEHOPEs, OJIUTOCTIEpMUA, a300CTICPMHA.

CrobmasaHe HA NOAO3HPAHH HEIKENaHN peaKiiiy
Crob11aBaHeTo HA MOAO3MpPaHHN HEXEJIAHH PEaKLUU ClIC pa3pelllaBaHe 3a yl'IOTPGGa Ha JICKapCTBCHHA
IIPOAYKT € BaXKHO. ToBa mo3BosBa 14 NpOaBIIKHA HaGH}O,Z[eHPIeTO Ha CHOTHOLIEHHMETO TMOJ3a/PUCK 3a

8, 1303 Codus, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.




4.9 Ilpenosupane

Pasnukara Mexxay TepaneBTHYHATA 71033 KOJIXHIIMH U CBPBX/03aTa € MaIKa H KOJIXMIIUH €
U3KIIFOYUTETHO TOKCHYEH MPH CBpBXao3upaHe. ITanueHTH ¢ onpeeneH puck OT TOKCHYHOCT €2 TE3U C
6BOpeuHH U YepHOIPOOHH HAPYIIEHHs, TACTPOUHTECTUHATHN WK KapJHOJNIOTHYHM 3a00/sBaHHs HIU
IAIJMEeHTH B PUCKOBH BB3PAaCTOBH I'PYIIH.

Crient ipeio3upane ¢ KOJIXHLIKMH, BCHUKH MALMeHTH, JOpU U 63 M3siBa Ha paHHU CUMIITOMH, TpsibBa
He3abaBHO a 6BAAT W3NPAaTEHH 3a CIENIeH MEJHIIMHCKHU IIperye.

Knunuuna kapmuna

CHMIITOMHTE Ha OCTPO TPeao3HpaHe MOraT Ja ce MPOsBAT Chbe 3abapsHe (CpeHo ¢ OKOJIOo 3 yaca) U
BKJIFOYBAT: raJicHe, IOBPBLIaHe, KOPEMHH GOJIKH, XeMOPAaruieH raCTpOeHTEPUT, HaMallsIBaHe Ha obema
Ha eKCTpalleylIapHUTE TeYHOCTH, €JEKTPOJIMTHU HAPYIIEHNS, JICBKOLIUTO3d, XHIIOTOHHS ITPU TEKKH
cmydad. Bropara ¢a3a, ¢ xxiBoTO3acTpanIaBaiy yCJIo)KHEHHU, ce pa3BuBa oT 24 1o 72 vaca ciel
npUeMa Ha JEKapCTBEHHS MPOLYKT: MyJITHCHCTEMHH OpPTaHHH HapyIIeHHus, ocTpa 6s6pedHa
HEAOCTATHhYHOCT, 06 BPKBaHE, KOMA, TOKAYBALIA ce NEpPU(EPHA MOTOPHA W CEH30PHA HEBPOLIATHS,
MHOKAapAHAa JASTPEeCHsI, TTAHIIMTOTIEH A, JIICPHTMITNH, HenoApobHa HENOCTATEHHOCT, KOHCYMAaTHBHA
xoarysnonarus. CMbpTHUTE Cilydyad OOHKHOBEHO ca pe3yNTaT OT peCIIUPaTOPHa JCIPECUS U
KapAHOBAacKyJlapeH KoJarc. AKO MAHEHTHT olleJiee, Bb3CTaHOBABAHETO MOXKE Aa OBIe MPUIPYIKEHO C
MOJHOBEHA JIEBKOLIMTO3a U 0OpaTHMa aJoNeLHs, KOATO 3a1104Ba OKOJIKO CEIMMIIA Clie]
LPBOLIAYATIIUA IPUEM.

Jleuenue
He ¢ HamuucH aHTHAOT.

3a eTMMHMHHpaHe Ha TOKCHHHTE MOJKE J1a ce IIPHIIOKH YpeBHA IPOMHUBKA B PAMKHTE Ha 1 yac cnej
OCTPOTO OTpaBsHE.

Moske 11a ce H3IIONI3Ba aKTHBEH BBITIEH NIPH BE3PACTHH, KOUTO ca npueiH nosede ot 0,1 mg/kg Termo
B paMKHTe Ha MOCJIEAHUs | Yac WK Ha iela, KOUTO Ca [IPUENH KaKBOTO U Ja € KOJJHYECTBO B PAMUKTE
Ha NOCJIeHUS €1H Yac.

Xemomunanuzarta He € eUKkaceH METO/I 3a eTMMUHUpaHe (BMCOK 06eM Ha pasIpesie/ieH1e).
[MpenopbuBa ce BHUMATETHO KITMHHYHO U GHOIOrMYHO MOHHUTOPHpPEHe B OOITHUYHA Cpea.
CHMITTOMATUYHO U JOITBIIHUTENHO JIeHeHHe: KOHTPOJIMpaHe Ha JUILAHETO, NOJAbpXKAaHe HAa KPBBHOTO
HaJISraHe U LMPKYJIaluusaTa, KOPEKLHs Ha AUCOalaHC HAa TEYHOCTHUTE U €JICKTPOJIUTUTE.

JletanHata J103a € pa3IM4Ha P pa3IHYHUTe naipeHu (7-65 mg eAHOKpaTHa 103a) IPH BB3PacTHY,
HO cpefiHo e okomno 20 mg.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 @®apmakoIHHAMHYHHU CBOHCTBA

dapmakoTeparneBTHYHa rpyna: CpeacTsa cpeilly mojarpa - CpeAcTBa, KOUTO HE BB3JEHCTBAT BBPXY
Merabonu3Ma Ha nmuxouHata kucenuaa., ATC xox: M04ACO1.

B npoyusanero AGREE (Acute Gout Flare Receiving Colchicine Evaluation), HUCKM ¥ BUCOKH JJO3H
KOJIXMIIMH Ca CpaBHEHH, M3IOJI3BAHKY PaHAOMU3UPaH, M1ane60-KOHTPOIHPaH Anu3akH Ha
npoyuBaHeTo. [IpOABLIKATEHUAT PEKHM C BUCOKH 103U KOJIXMIMH (06110 KOIHYECTR

J1034 KOJIXHIKH (06110 KonudecTBo ot 1,8 mg, mpuero B paMkuTe Ha 1 4ac, Ka
obpBOHavYaiHa no3a ¥ 0,6 mg B paMkuTe Ha ciaesaums 1 yac). M aata peskuy
3HAUUTENIHO N0-eDEKTUBHH OT I11a1te6o, Karo HabmoaaBaHusT eekT e ChbOTBE
[AIIMEHTHTE B TpyNaTa ¢ MpHeM Ha BUCOKa 1033, 37,8% OT manueHTUTe B ryna:
no3a u edext npu 15,5 % ot maudentute B manebo rpymnara ( p=0.034 u p=0. m\OTBeTI 10, cnpﬂfi’fo’
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niane6o). PesynraTure Ha 24-THs Yac JEMOHCTPHPAT MO-BUCOKA 6€30MaCTHOCT NP IIpHEMa Ha HHCKA
D032 KOJIXHITHH, Oe3 HaMaliiBaHe Ha e()eKTUBHOCTTA, B CpaBHEHHE C MPHEMa Ha BUCOKH 103U
KOJIXHIIMH 32 paHHMs €Tal Ha OCTPH MPUCTHIM Ha nozarpa (IpHET CaMOCTOATENHO OT IalHeHTa B
pamKuTe Ha 12 yaca OT Ha4aJI0TO Ha NMpUcThna). GapMOKOKMHETHUHHAT aHAJIM3, M3BBPIICH B TOBA
KIHHHYHO MIPOYyYBaHe, IOKa3Ba, Ue IUIa3MEHHTe KOHILEHTPALH Ha KOJIXUIIMH HaMaJIiBaT 3HAYHTEITHO
cnes 12-Tis yac OT mpHeMa Ha KOJIXMIWH OT 3ApaBH A0OPOBOIIIH,

Ipodunaxrrkara ¢ konxuiwmH (0,6 mg ABa MTH AHEBHO) M0 BPEME HA HAYATIHO JICUSHHE C
ANOMyPHHOJ 33 XPOHHYEH MOJarpo3eH apTpUT HaMaslsBa YecTOTaTa U CHilaTa Ha OCTPHS IMPUCTHII Ha
roJarpa ¥ HaMaJisiBa BepOSTHOCTTA 3a MOBTAPSAIIHM C€ NPUCTBITH. basupaHo Ha KIMHWYHH JaHHH,
JIEYEHHETO MOKe Ja MPOABIKY 10 6 Meceua. Heo6xoaumu ca 6paed paHAOMHU3HPaHU KITMHUYHA
IpOYYBaHHs, 3a JIa Ce OLIEHH NPOGHIAKTHKATa Ha TPUCTBIINTE B paMKHUTe Ha 6 Mecela, ciaen 6 Mecela
1 Haripes BbB BPEMETO.

Mexauu3MbT Ha JEHCTBHE HAa KOJIXMIIMH [IPH JICUCHHE Ha MOJIarpa He € HaIlbJIHO M3sCHeH. CMmiTa ce,
4e KONIXULMH OKa3Ba BIIUAHUE BbPXY Bb3LIIAINTEIHUA OTIOBOP CPEILY YPATHHTE KPUCTAJH, KAaTO
BCPOATHO MHXHOHMPa MUTPHPAHETO HA [PAHYJNOUUTUTE BLB BL3nateuata obuact. Ipyru csoicisa Ha
KOJIXHLHLL, KATO BL3IMOIRIIOCT 3a BSaI’IMOJlCﬁCTBPIO Cc MPIK[)OT‘}’6yJ1 HTC, ChLLO MOWKC /14 110)(I1oMaraT
JetictBiero My. HayanoTo Ha gelicTBHeTO Ha KOMXHMUMH € 0K0JIo 12 Ycaca cries mepopaneH npuemM v
MaKkcuMyM 1o 1-2 minum cien Tosa.

5.2 DupMAKOKHIIETHUIIH CBOHCTBA

KonxuuuH ce abcopbupa 65p30 U IMOUTH HAITBJIHO cile] epopaneH npueM. MakCUMaIHUTe TIa3MEHH
KOHLIEHTpaIMH ce pocturar o6ukHoBeHo cied 30 no 120 munyTH. ITomyxusoTsT € oT 3 1o 10 yaca.
CBBbP3BAHETO C MIA3MEHHUTE MPOTEHHH e npubnusurenHo 30%. KomxuimH ce MeTaboau3upa 4acTHYHO
B YepHUs Ipob U clieq TOBa YACTHYHO 4Ype3 MUThUKaTa. AKyMYyJIUpa ce B JIEBKOUMTHTE. ['oama yacT ot
kosixuuuH (80%) ce oTaens B HenmpoMeHeHa GopMa U KaTo MeTabouTH ¢ u3npaxHenusara. 10-20 % ce
OTZEJNIAT Ype3 ypHHaTa.

bnOpeunn HapymeHus

[Tpwu 3mpaBH WHAUBUAN KOJIXHUIMH CE OTAENs B 3HAUHUTEIHA CTEIIeH upe3 ypHHaTa. KIHpBHCBT Ha
KOJIXHIIMH € HaMaJleH [PY MAUeHTH ¢ HapylueHa 6s0peuna ¢yHk1MsA. TOTAIHUA KIMPBHC C€
pemyuypa ¢be 75% mpu NalMeHTH B KpaeH cTaguii Ha 6p6pedHo 3a6onaBane, KOMTO ¢a MOJIOMKEHH Ha
Janysa.

BiusHueTO Ha UepHOAPOOHNTE HapylIeHHs BbpXY (PapMaKOKHHETHKATa Ha KOJIXMIMH € OLIEHeHa B
KiMargHO uanuTBade ¢ Gamunna CpequzemHomopeka Tpecka (OCT), S sxenu u 4 mbxe, ¢ (n=4) u
6e3 (n=5) 6p0peunu Hapyienus. CpenHata Bp3pacT € 6una 30 rogunu (ot 19 mo 42 roaunwu). Beuuku
5 mauyeHTd ¢ GEOpPEYHH HapyIISeHUs ca MMaTH aMHJIONI03a, JoKa3aHa ¢ 6Homcus; 4 OT TAX pyTHHHO
ca GMIJIM NOJIATaHy HAa XEMOAMAITH3a M €IMH € UMaJI CepyMeH KpeaTHHHHOB KIMpBHC 15ml/min. Te
Morar ja 6baaT KiacCHQUIHPaHH KaToO MauKueHTH ¢ ocTpu Ob6peuHH Hapymenus. [lanuenture
noy4yaBar 1 mg KOJXHUKH, OCBEH €IWH NAMEHT ¢ Upo3a, koiTo noiy4asa 0,5 mg. HetmpukpaTHO
HaMaJIsBaHE Ha KOJXMLUHOBHS KIIMPBHC ce HAGIIoJaBa Mpy NauyeHTy ¢ 656peyHy HapyIlIeHHs, B
CpaBHEHHE C Te3u ¢ HopmasiHa 6p6peuna GyHkuus (0,168 £ 0,063 1/h/kg cnpamo 0,727 + 0,110
I/h/kg). TomyxusoTsT € Gun 18,8 + 1,2 yaca 3a naiyenTy ¢ ocTpu 666peuny Hapymenuns u 4,4 = 1,0
yaca 3a Te3u ¢ HopMatHa 6b6peunHa GpyHkuus. O6eMbT Ha pasnpeseneHue € 611 CXOCH B Pas3IMYHHUTE
rpynu. [aumeHTyTe ¢ IMpO3a ca UMATH AECETOKPATHO MO-HUCKBK KIMPBHHC B CPABHEHHE C
HareHTUTe ¢ HopMaiiHa Ob0pedHa QyHKIHs.

IHeouampuuna nonynayus
Hsma dapMakOKHMHETHYHH JaHHU 32 Jela.

5.3 IpenxkinHu4HaH JaHHH 34 6e30MAaCHOCT

] 'eHOTOKCUYHOCT




B enno npoyusaue upe3 GaKTEpHaEH TECT € JOKa3aHO, Ye KOJMIXHLIMH UMa JIEK MyTareHeH e(eKxT.
Bohpeku ToBa fipyru aBa GakTepHaTHU TecTa U TecT npu Drosophila melanogaster nokaseart, 4e
KOJIXWLIHH HE € MyTarcHeH.

TecToBeTe ca nmokasanu, Ye KOJIXUUMH HHAYIMPA XPOMO3OMHH abepallii U MUKpOSpa U NPHIMHABA

Hapymenuns B JTHK.

Tepartorennoct
TecToRe MpU )KUBOTHH Ca MOKA3aJTH, Ye KOJIXMLIKH € TepaTOreHEH.

6. DPAPMANNEBTUYHU JAHHU

6.1 Chnuebk HA TOMOIIHHTE BelIecTBa
Aopo na mabnemrxama

MuKpOoKpHCTaNHa Leys103a

Jlakrosa MOHUXKApAT

Kpocnosuaon

MarHnesueB creapat

Quamogo noxkpumue

Xunpomenosa

HNonmwerunen rmukon 8000

Tank

‘I'uTaHOB IMOKCHA

XKenesen oxcun, yepseH

XKenesen okcun, KbIT

Kenezen oxcun, yepeH

6.2 HecnBmecTumocTH

Henpunoxumo.

6.3 Cpoxk Ha rogHOCT

3 ronuHu

OmnakoBkara 3a TabieTkH Moke 1a 6b1e u3nonssana 1o 100 1HU cien MbpBOHAYAIHO OTBAPAHE.
6.4 CrnenuajaHH yCJIOBHS HA CbXPAaHEHHE
Ja He ce cpxpaHsBa npHu Temneparypu Hag 30°C.

6.5 BwunucpabpKaHHEe HA OMAKOBKATA

HDPE omnakoBka 3a TabneTky ¢ Kanayuka 3allidTeHa oT fela, chabpxaina 100 dunmupanu Tabnetku u
CYLIMTEN OT CHJIMKAresl.

Baucrepu ot HenpospaueH 651 PVC/PVAC gunm u 25p Al donmo.
Onakoskara cabpika 20, 30, 40, 50, 60 wiu 100 dunmupanu TabeTkH.
He BcHukM BUOBE OMAKOBKMU MOTAT Ja OBAAT ITyCHATH Ha Ias3apa.

6.6 Crhnenna/jHu NpeANa3sHH MePKH IPH H3XBBLPJIsiHe H paboTa

Hama crielimatHu H3HCKBAHMS.




7. NPUTEXATEJ HA PASPEINIEHUETO 3A YIIOTPEBA

EKO®APM I'PYIT AL

yi. AtaHac Jykos Ne29, er. 3,

1407 Co¢us, benrapus

ten.: (02) 906 90 70

daxc: (02) 906 90 71

8. HOMEP(A) HA PABPENIEHHMETO 3A YIIOTPEBA

Peructparmonex Ne 20200133

9. JATA HA ITBPBO PA3BPEINABAHE/IIOJHOBSBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata na mepeo paspemasane: 07 arycr 2020 r.

I[aTa Ha MoCJICAHO IIOAHOBABAHE!

10. IOATA HA AKTYAJIU3WPAHF HA TEKCTA




